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Major Systemic Treatment Advances 
in Early-Stage NSCLC 

Phase III Trials

ALPI–Scagliotti GV et al. J Natl Cancer Inst 2003 ;BLT- Waller D et al. Eur J Cardiothorac Surg 2004; IALT–Arriagada R et al. N Engl J Med 2004; JBR.10–Winton T et al. N Engl J Med 
2005; ANITA–Douilland JY et al. Lancet Oncol 2006; CALGB 9633–Strauss GM et al. J Clin Oncol 2008;  RADIANT –  Kelly K et al. J Clin Oncol 2014;MAGRIT-Vansteenkiste J et al. 
Lancet Oncol 2016; EGOG 1505 Wakelee HA et l Lancet Oncol 2017; ADAURA-Herbst R et al. N Engl J Med 2021; IMpower 010 -Felip E et al. Lancet Oncol 2021; PEARLS- Paz-Ares L et 
al. ESMO 2022; CheckMate 816- Forde P et al. N Engl J Med 2022;
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Mechanisms of enhancing a systemic immune 
response with neoadjuvant ICP inhibitors

Topilian SL, et al.  Science  Jan 2020

• Anti-PD-1/PD-L1 therapy requires the interaction between tumor cells, T cells and antigen presenting cells
• Higher probability that these interactions will occur in an established  macroscopic tumor versus 
     a microscopic tumor that requires time to recruit immune cells and establish a microenvironment.

Cascone T et al, AACR 2018 poster, abstr 1719

Adjuvant vs neoadjuvant immunotherapy in 
murine models of lung adenocarcinoma
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Early Clinical Data in Support for 
Neoadjuvant Immune Checkpoint Inhibitors

Trial Stage N Regimen Squamous Non-
Squamous Surgery TRAE ORR MPR pCR

Forde IB-IIIA 21 Nivolumab 29% 62% 95% 4.5% 10% 45% 15%

MK3475-223 I-II 15 Pembrolizumab 46% 46% 87% NR NR 31% 15%

LCMC3 IB-IIIB 101 Atezolizumab 35% 65% 89% 6% 7% 19% 5%

NEOSTAR®
I-IIIA         
(N2 

single)

23 Nivolumab 43% 57% 96% 13% 22% 17% 9%

21 Nivolumab
Ipilimumab 33% 62% 81% 23% 19% 33% 29%

Gao IA-IIIA 40 Sintilimab 83% 15% 93% 10% 20% 41% 16%

NADIM
IIIA           

(N2 or 
T4)

46 Nivolumab
Chemotherapy 35% 61% 89% NR 74% 83% 59%

Shu IB-IIIA 30 Atezolizumab 
Chemotherapy 40% 57% 87% 6% 63% 57% 33%

Zinner IB-IIIA 13 Nivolumab
 Chemotherapy 69% 31% 100% NR 46% 77% 31%

SAKK 16/14 IIIA (N2) 67 Chemotherapy
followed by Durvalumab 33% 55% 85% NR 58% 60% 18%
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Study N Stage PD-L Testing requirement 
Stratification

Primary
Endpoint

Allowance of EGFR or
 ALK + tumors

Comments

CHECKMATE 816 
(NCT02998528)
[Forde NEJM 2022]

505 Resectable stage IB (³4 cm) to 
IIIA (AJCC 7th edition)

Required
Stratification: <1% vs ³1%

EFS
pCR

Excluded No adjuvant therapy

PERIOPERATIVE TREATMENT
AEGEAN 
(NCT03800134]

825 Resectable stage II/III 
(AJCC 8th edition)

Required

Stratification: <1% vs ³1%

EFS
pCR

Originally included but 
later excluded per protocol 
revision

Adjuvant durvalumab q 4 wks x 12 
cycles

KEYNOTE-671 
(NCT03425643]

786 Resectable stage II, IIIA, and 
IIIB (T3-4N2)
 (AJCC 8th edition)

Required
Stratification:  
<50% vs >50% 

EFS

OS

Allowed Adj pembrolizumab q 3wks x 13 
cycles

NEOTORCH (JS001-029-III-
NSCLC) 

(NCT04158440)]

500 Resectable stage II or stage III 
disease. (TNM edition ?)

Required

Stratification: <1% vs ³1%

EFS (stage III)
EFS (stage II-III)
MPR (stage III)
MPR (stage II-III)

Excluded 1 cycle chemo  + toripalimab  post 
surgery then toripalimab   X 13 
cycles

BGB-A317-315 

(NCT04379635]

380 Resectable stage II, IIIA (AJCC 
edition not reported)

Required

Stratification: <1% vs >1% 

MPR
EFS

Excluded Pending results

IMpower 030 

(NCT03456063]

453 Resectable stage II, IIIA, and 
select IIIB  

(AJCC 8th edition)

Collected but not used EFS Excluded Pending results
Adj Atezolizumab  x16 cycles

CA209-77T 

(NCT04025879]

452 Resectable stage II-IIIB

(AJCC 8th edition)

Not reported EFS Excluded Pending results

Rationale 315 450 Resectable stage II-IIIA
TNM edition ?

PD-L1（≥1% vs <1%) EFS Excluded Pending results
Tislelizumab 200 mg (Neoadj 3-4 
cycles)
Adj 400 mg q 6 weeks x 8

Neoadjuvant Phase III Trials- Trial Characteristics

Primary endpoints:  EFS and/or pathological complete response rate
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HR = 0.63  at first report

Neoadjuvant Regimen
Check-Mate 816 – 3 Year Update

ELCC 2023

Median FU
41.4 M
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Perioperative Regimen - EFS

Median FU
11.7 M

Median FU
25.2M

AEGEAN KEYNOTE 671
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Perioperative Regimen – EFS By Subgroups

AEGEAN KEYNOTE 671
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Perioperative Regimen – Pathological Response

AEGEAN KEYNOTE 671
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KEYNOTE 671 - Pathological Response
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Perioperative Regimen – Adverse Events
AEGEAN KEYNOTE 671

Managable AE profiles
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Overall Survival

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

KEYNOTE 671 – Overall Survival
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By the Numbers

*  Patients  on treatment (11%)
** Patients  on treatment (23%)

Trial N Follow Up Stage III PD-L1
> 50%
< 1%

EFS HR
(95% CI)

OS HR
(95% CI)

Completed
Neoadjuvant Tx

cPR R0 
Resection

Completed
Adjuvant Tx

CM 816 358 41.4 
months

66%
(no IIIB)
7th ed

22%
43% 

HR 0.68
(0.49-0.93)

HR 0.62
(0.36-1.05)

93.8% 24% 83.2% NA

KN 671 797 25.2 
months

70% 33%
36%

HR 0.58
(0.46-0.72)

HR 0.71
(0.54-0.99)

74.5% 18.1% 92% 40.4%*

AEGEAN 740 11.7 
months

71% 29%
33%

HR 0.68
(0.53-0.88)

NR 84.7% 17.2% 94.7% 24.0%**

2458 68 1868 17
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NEOTORCH (STAGE III) - EFS 

Median FU
18.2 M
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EFS for Stage III Patients Across Trials

Provencio M, et al. NEJM 2023
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EFS by pCR

NEOTORCH (STAGE III)  
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Overall Survival Analysis

NEOTORCH (STAGE III) - EFS 



Conquering Thoracic Cancers Worldwide

Key Questions
 

Stage II-IIA Neoadjuvant 
Chemo + ICI

Surgical 
Resection

No cPR
Stratify: 
MPR vs.
No MPR Experimental 

Regimen

Adjuvant ICI

Observation

Adjuvant ICI

cPR

1. Do patients with a cPR need adjuvant treatment?
2. Are there subgroups of patients without a cPR who don’t need adjuvant treatment?
3.   Is it time to conduct a biomarker driven trial?
4.   How long do we give adjuvant treatment?



Conquering Thoracic Cancers Worldwide

Adjuvant Phase III Trials – Trial Characteristics

Platinum doublet (with/or without placebo) 

Platinum doublet                     ICI 

Immunosuppressive Effects of Surgery and Chemotherapy

Trial Design
Tang WF, et al. Frontiers in Oncology 2023
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Adjuvant Phase III Trials – Trial Characteristics
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KN091IMpower 010

Stage IB-IIIA

IMpower 010 and PEARLS/KEYNOTE 091
Primary DFS Endpoints

 

DFS: PD-L1 TC 
≥1% 

stage II-IIIA 
population

DFS HR (95% CI)a: 0.66 (0.50, 0.88)
P=0.0039b

DFS: All-
randomised 
stage II-IIIA 
population

DFS HR (95% CI)a: 0.79 (0.64, 0.96)
P=0.0205b

DFS: ITT 
(randomised 
stage IB-IIIA) 
population

DFS HR (95% CI)a: 0.81 (0.67, 0.99)
P=0.0395c

IMMATURE
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IMpower 010 and PEARLS/KEYNOTE 091
Overall Survival

 

Felip E, et al. WCLC 2022

IMpower 010 KN091

Paz-Ares K,, et al. Virtual ESMO Plenary 2022

Median FU – 35.6 months
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By the Numbers
Trial N Follow Up Stage III PD-L1

> 50%
< 1%

EFS HR
(95% CI)

OS HR
(95% CI)

Completed
Neoadjuvant Tx

cPR R0 
Resection

Completed
Adjuvant Tx

CM 816 358 41.4 
months

66%
(no IIIB)
7th ed

22%
43% 

HR 0.68
(0.49-0.93)

HR 0.62
(0.36-1.05)

93.8% 24% 83.2% NA

KN 671 797 25.2 
months

70% 33%
36%

HR 0.58
(0.46-0.72)

HR 0.71
(0.54-0.99)

74.5% 18.1% 92% 40.4%*

AEGEAN 740 11.7 
months

71% 29%
33%

HR 0.68
(0.53-0.88)

NR 84.7% 17.2% 94.7% 24.0%**

KN 091 1177 32.8 
months

28.8% 28%
39%

HR  0.76
(0.63-0.91)

HR 0.87
(0.67-1.15)

- - - 51.7%

Different groups of patients went on neoadjuvant versus adjuvant trials.

6258 76 7168 87
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Optimal Treatment Would Need a Clinical Trial

NSCLC
Stage 
II-IIIA

Neoadjuvant
Chemoimmunotherapy

Neoadjuvant
Chemoimmunotherapy

Surgical Resection

Surgical Resection

Surgical Resection

Adjuvant Immunotherapy

Adjuvant 
Chemoimmunotherapy

Arm C

Arm A

Arm B



Conquering Thoracic Cancers Worldwide

ALCHEMIST: A081801

Next Steps: 
Concurrent Chemotherapy  + ICI VS Sequential 

Chemotherapy followed by ICI
Dropped with 

IMpower 010 +
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Next Steps: 
Minimal Residual Disease

MERMAID 1 MERMAID 2

Not actively accruing
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Overall survival: patients with stage II / IIIA disease

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

ADAURA – Adjuvant Osimertinib
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Overall survival by disease stage

ADAURA – Adjuvant Osimertinib
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Slide 16
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ADAURA – Adjuvant Osimertinib
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Key Questions

 1. When did post Osimertinib progression occur?
2. What are the characteristics of the patients who progress?
3. What were the sites of recurrence?
4. What does the Freedom From Brain Metastases curve show?
5. Can these results apply to patients whose tumors have other oncogenic
       drivers (ALK, ROS-1, RET, MET. HER2. NTRK)?
6.  What about a neoadjuvant approach?
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Ongoing Adjuvant TKI Trials
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NEOADJUVANT APPROACH IN EGFR M+ 
EARLY NSCLC
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Overall Summary

• Patients with resectable Stage II and III NSCLC have 3 options: 
      a)  Neoadjuvant chemo + ICI
      b)  Adjuvant chemo followed by ICI
      c)  Neoadjuvant chemo + ICI followed by post operative ICI (not yet FDA approved)

• All patients should be discussed in a multidisciplinary tumor board and
     a personalized treatment plan created. 

• All patients should be tested for PD-L1, EGFR and ALK alterations (at a minimum).

• Patients with EGFR mutated tumors should receive adjuvant chemotherapy followed 
     by Osimertinib.




